Supplementary Figure 1. Annotated sequence of guide RNA cassette.
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The sequence below is between the stop codon of SeV-P and the start
codon of SeV-M.

ATCCCGGGTG

AGGCATCCCA

CCATCCTCAG

TCACAGAGAG

ACCCAATCTA

CCATCAGCAT

CAGCCAGTAA

AGATTAAGAA

AAABESAGGG

TGAAAGAAAT

TTCACCTAAC

ACGGCGCAGC

GATCGCGTGG
CGAGTTCGAG
TCAACTTGAA
TGAGTCCGTG
AGAGACCCAA

cccT@ATGAG
ATCGAGTTTT
AAAGTGGCAC
AGGACGAAEH
TCTACCATCA

TCCGTGAGGA
AGAGCTAGAA
CGAGTCGGTG
ACCTATCCCG

CGAAACGGTA
ATAGCAAGTT
CACGTATCAC
GGTGAGGCAT

GGAATTCCTA
AAAATAAGGC
CGGAGTCGAC
CCCACCATCC

CCGTCGGCCA
TAGTCCGTTA
TCCGGTCTEA
TCAGTCACAG

GCATCAGCCA

GTAAAGATTA

AGAAAAAGEH

AGGGTGAAAG

AAATTTCACC

TAACACGGCG

CA

For the version

following HDV rbz sequence:

containing the hepatitis delta ribozyme (HDV rbz,
shown in Figure 2c), the sequence from 272-319 is replaced by the

GGCCGGCATGGTCCCAGCCTCCTCGCTGGCGCCGGCTGGGCAACATTCCGAGGGGACCGTCCCCTCGGTA
ATGGCGAATGGGAC
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Supplementary Figure 2. Time course of mCherry fluorescence knockout by rSeV-Cas9-mCherry. mCherry-inducible
HEK293 cells were infected with rSeV-Cas9-control or rSeV-Cas9-mCherry at MOI 25. mCherry expression was induced
with doxycycline at the indicated days post-infection, and cells were collected for flow cytometry the following day. Histo-
grams of mCherry expression (gated on infected GFP+ cells) are shown below as an alternative comparison.
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Supplementary Figure 3. Abundance of ccr5 mutation variants in monocytes and HEK293s. The relative abundance
of all mutation variants for ccrb are shown in the pie charts, with the 1st and 2nd most abundant variants in monocytes high-
lighted in red and yellow, respectively. These specific variants are also highlighted in the HEK293 pie chart with the same
red and yellow colors. The distributions of variant abundance for the 100 most abundant variants for either monocytes or
HEK293s are shown at right, with the two specific variants highlighted above again indicated in red and yellow colors.
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Supplementary Figure 4. Diagram of gRT-PCR primers used for ribozyme cleavage assay.



Supplementary Figure 5. On-target and off-target genomic locations,
sequences, and amplification primers.
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